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L7 ANSWER 3 OF 10 CAPLUS COPYRIGHT 2004 ACS on STN 
AN 1997 : 650444 CAPLUS 
DN 127:327462 

TI A novel mammalian gene, bcl-w, belongs to the 

bcl-2 family of apoptosis-controlling genes 
SO PCT Int. Appl., 85 pp. 

CODEN: PIXXD2 

IN Cory, Suzanne; Adams, Jerry McKee; Gibson, Leonie M. ; Holmgreen, 
Shaun P. 

AB Human and mouse cDNAs for bcl-2 -related gene bcl- 

w and the corresponding proteins are disclosed. The present 
invention is broadly directed to therapeutic mols. capable of inter alia 
modulating apoptosis in mammalian cells. The therapeutic mols. of the 
present invention encompass genetic sequences and chemical entities capable 
of regulating expression of bcl-w family and which 

promotes cell survival. The therapeutic mols. of the present invention 
may have further utility in delaying cell cycle entry. In addition, the 
present invention extends to chemical entities capable of modulating activity 
and function of the translation product of the bcl-w 

gene. The present invention also extends to the translation product of 
the bcl-w gene and its use in, for example, therapy, 

diagnosis, antibody generation and, as a screening tool for therapeutic 
mols. capable of modulating physiol. cell death or survival and/or 
modulating cell cycle entry. The bcl-w gene was 

mapped to human chromosome 14qll.2. Alternative splicing of the 
bcl-w gene transcript produced an mRNA for a bcl 
-w-rox chimera. The bcl-w gene was 

expressed in many cell types. Amongst the tissues surveyed, the level was 
highest in brain, colon and salivary gland, A survey of 50 mouse 
hemopoietic cell lines revealed that bcl-w expression 

was common in cells of several myeloid lineages, including macrophage, 
megakaryocyte, erythroid and mast cell lines, but rare in either B or T 
lymphoid lines. 
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EP 1997-913986 19970327 
FR, GB, GR, IT, LI, LU, NL, SE, MC, 



PT, 



JP 1997-533874 
US 2001-925674 



19970327 
20010809 



L7 ANSWER 8 OF 10 CAPLUS COPYRIGHT 2004 ACS on STN 
AN 1999:215553 CAPLUS 
DN 130:235990 

TI Animals carrying bcl-w mutations and their use in the 

study of male infertility 
SO PCT Int. Appl., 52 pp. 

CODEN: PIXXD2 

IN Cory, Suzanne; Adams, Jerry; Print, Cris; Gibson, Leonie; 

Roentgen, Frank 
AB Transgenic mice carrying a disruption of the bcl-w 

gene or of genes interacting with it and that fail to undergo productive 

spermatogenesis and are male infertile are described for use in studies of 

male fertility and of the biol . role of bcl-w. Such 

animals can be used to screen for therapeutic mols. including genetic 
sequences capable of inducing, enhancing or otherwise facilitating 
spermatogenesis in said animals as well as a model for mols. and genetic 
sequences which can induce infertility. The bcl-w 
gene was disrupted by insertional inact ivation . Inactivation of 
bcl-w did not affect survival of fetal and neonatal mice 
and the mutation showed a near-normal Mendel ian segregation. 
Hematopoiesis was unaffected by the mutation but the testes showed 
heterogeneous pathol . changes in the seminiferous tubules. Sertoli cells 
remained normal although low in number and Leydig cell were increased by 50%. 
Germ cell nos . declined steadily with as the stage of development 
advanced. The mutation did not affect androgen levels or androgen 
responses in other organs. 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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L7 ANSWER 1 OF 10 MEDLINE on STN 

AN 963 58615 MEDLINE 

TI bcl-w, a novel member of the bcl-2 family, 
promotes cell survival. 

SO Oncogene, {1996 Aug 15) 13 (4) 665-75. 

Journal code: 8711562. ISSN: 0950-9232. 

AU Gibson L; Holmgreen S P; Huang D C; Bernard O; Copeland N G; Jenkins N A; 
Sutherland G R; Baker E; Adams J M; Cory S 

AB The prototypic mammalian regulator of cell death is bcl-2, the 

oncogene implicated in the development of human follicular lymphoma. 

Several homologues of bcl-2 are now known. Using a PCR-based 

strategy we cloned a novel member of this gene family, denoted bcl 

-w. The gene, which is highly conserved between mouse and 

human, resides near the T-cell antigen receptor alpha gene within the 

central portion of mouse chromosome 14 and on human chromosome 14 at band 

qll. Enforced expression of bcl-w rendered lymphoid 

and myeloid cells refractory to several (but not all) cytotoxic 

conditions. Thus, like Bcl-2 and Bcl-x, the 

Bcl-w protein promotes cell survival, in contrast to 
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other close homologues, Bax and Bak, which facilitate cell death. 
Comparison of the expected amino acid sequence of Bcl-w 

with that of these relatives helps to delineate residues likely to convey 

survival or anti-survival function. While expression of bcl- 

w was uncommon in B or T lymphoid cell lines, the mRNA was 

observed in almost all murine myeloid cell lines analysed and in a wide 

range of tissues. These findings suggest that bcl-w 

participates in the control of apoptosis in multiple cell types. Its 
functional similarity to bcl-2 also makes it an attractive 
candidate proto-oncogene . 

L7 ANSWER 4 OF 10 MEDLINE on STN 

AN 1998445387 MEDLINE 

TI Apoptosis regulator bcl-w is essential for 

spermatogenesis but appears otherwise redundant. 

SO Proceedings of the National Academy of Sciences of the United States of 
America, (1998 Oct 13) 95 (21) 12424-31. 
Journal code: 7505876. ISSN: 0027-8424. 

AU Print C G; Loveland K L; Gibson L; Meehan T; Stylianou A; Wreford N; de 
Kretser D; Me teal f D; Kontgen F; Adams J M; Cory S 

AB Proteins of the Bcl-2 family are important regulators of 

apoptosis in many tissues of the embryo and adult. The recently isolated 

bcl-w gene encodes a pro- survival member of the 

Bcl-2 family, which is widely expressed. To explore its 

physiological role, we have inactivated the bcl-w gene 

in the mouse by homologous recombination. Mice that lack Bcl- 

w were viable, healthy, and normal in appearance. Most tissues 

exhibited typical histology, and hematopoiesis was unaffected, presumably 

due to redundant function with other pro-survival family members. 

Although female reproductive function was normal, the males were 

infertile. The testes developed normally, and the initial, prepubertal 

wave of spermatogenesis was largely unaffected. The seminiferous tubules 

of adult males, however, were disorganized, contained numerous apoptotic 

cells, and produced no mature sperm. Both Sertoli cells and germ cells of 

all types were reduced in number, the most mature germ cells being the 

most severely depleted. The bcl-w-/- mouse provides a 

unique model of failed spermatogenesis in the adult that may be relevant 
to some cases of human male sterility. 

L7 ANSWER 7 OF 10 MEDLINE on STN 

AN 1999310955 MEDLINE 

TI Survival activity of Bcl-2 homologs Bcl-w 

and Al only partially correlates with their ability to bind pro-apoptotic 
family members. 

SO Cell death and differentiation, {1999 Jun) 6 (6) 525-32. 

Journal code: 9437445. ISSN: 1350-9047. 
AU Holmgreen S P; Huang D C; Adams J M; Cory S 

AB Certain Bcl-2 family members promote cell survival, whereas 

others promote apoptosis. To explore further how heterodimerization of 
opposing members affects survival activity, we have compared the abilities 
of the anti-apoptotic Bcl-w and Al to bind to the 

pro-apoptotic Bax, Bak, Bad and Bik and to protect cells from their 
cytotoxic action. Bcl-w co- immunoprecipitated from 

cell lysates with Bax, Bak, Bad and Bik, but Al bound only Bak and Bik. 
Mutation of Al at a highly conserved glycine within the BHl domain 
prevented binding, but the comparable Bcl-w mutant 

still bound Bak, Bad and Bik, indicating that the glycine is not essential 
for all heterodimerization. Bcl-w and Al protected 

against apoptosis induced by over- expression of Bax or Bad but not that 
induced by Bak or Bik. With several gene pairs, binding and protection 
were discordant. The results may reflect critical threshold affinities 
but also suggest that certain pro-apoptotic proteins may also contribute 
to apoptosis by a mechanism independent of binding pro-survival proteins. 

L7 ANSWER 9 OF 10 MEDLINE on STN 

AN 2001360165 MEDLINE 

TI Tissue expression and subcellular localization of the pro-survival 
molecule Bcl-w . 

SO Cell death and differentiation, (2001 May) 8 (5) 486-94. 
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Journal code: 9437445. ISSN: 1350-9047, 
AU O'Reilly L A; Print C; Hausmann G; Moriishi K; Cory S; Huang^ D 
C; Strasser A 

AB Anti-apoptotic members of the Bcl-2 family, such as Bel 

-w, maintain cell viability by preventing the activation of the 

cell death effectors, the caspases. Gene targeting experiments in mice 

have demonstrated that Bcl-w is required for 

spermatogenesis and for survival of damaged epithelial cells in the gut. 

Bcl-w is, however, dispensable for physiological cell 

death in other tissues. Here we report on the analysis of Bcl- 

w protein expression using a panel of novel monoclonal antibodies. 

Bcl-w is found in a diverse range of tissues including 

colon, brain and testes. A survey of transformed cell lines and purified 
hematopoietic cells demonstrated that Bcl-w is 

expressed in cells of myeloid, lymphoid and epithelial origin. 
Subcellular fractionation and confocal laser scanning microscopy 
demonstrated that Bcl-w protein is associated with 

intracellular membranes. The implications of these results are discussed 
in the context of the phenotype of Bcl-w-null mice and 
recent data that suggest that Bcl-w may play a role in 
colon carcinogenesis. 
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